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Abstract: A molybdenum-catalyzed deoxygenation
of pyridine N-oxides and N-hydroxybenzotriazoles,
as well as other azole N-oxides, has been developed
using pinacol as an environmentally friendly oxo-
acceptor. The only by-products are acetone and
water making the process a convenient alternative
to established protocols in terms of waste gener-
ation. The reaction is highly chemoselective and a
variety of functional groups are tolerated. The
processes are usually very clean allowing the
isolation of the pure deoxygenated products after a
simple extraction in most cases.
Keywords: amine N-oxides; deoxygenation; molyb-
denum; microwave heating; N-hydroxybenzotria-
zoles
The chemoselective deoxygenation of organic com-
pounds such as sulfoxides and heteroaromatic N-
oxides is of high importance in organic synthesis due
to their great potential as intermediates in asymmetric
synthesis and in the preparation of functionalized
nitrogenated heterocycles, respectively.[1] Remarkably,
the chemistry of heteroaromatic N-oxides has experi-
enced a significantly increasing interest in recent
years.[2] The negatively charged oxygen atom and the
weakness of the NO bond allow their efficient use as
oxidants of alkynes in reactions catalyzed by gold, and
other transition metal complexes.[3] In addition, they
can behave as Lewis basic directing groups allowing
valuable alternative CH bond activations and as a
consequence, the functionalization of N-oxides is
becoming more useful in the synthesis of hetero-
cycles.[4] Therefore, the development of efficient and
eco-friendly methodologies for their deoxygenation
remains an important goal considering that the major
limiatations of the reported procedures for the reduc-
tion of heteroaromatic N-oxides are the use of toxic
and/or expensive catalysts or reducing agents as well
as harsh reaction conditions that many times are
unsuitable for functionalized substrates.[5] In addition,
the established methods commonly use trivalent
phosphorous and boron reagents, or excess of reduc-
ing metals as oxygen acceptors, leading to consider-
able amounts of waste.
In this field we had previously reported that
dioxomolybdenum(VI) complexes,[6] which are non-
toxic and inexpensive compounds,[7] are useful cata-
lysts for the chemoselective reduction of sulfoxides[8]
and N-oxides,[5c] as well as for the reductive cyclization
of nitroaromatics,[9] using phosphorous(III) reagents
as oxygen-acceptors.[10] Looking for greener reducing
agents in this area, we have more recently found that
diols, including glycerol,[11] are also useful reagents for
the deoxygenation of some of these compounds. We
have mainly developed an efficient procedure for the
chemoselective reduction of sulfoxides and nitroaro-
matics to the corresponding sulfides and anilines using
pinacol (2,3-dimethyl-2,3-butanediol) as the oxo-ac-
ceptor and easily available dioxomolydenum(VI) com-
plexes as catalysts.[12] Herein, we have updated this
methodology to the deoxygenation of related and
interesting N-oxides and N-hydroxybenzotriazoles
(Scheme 1).
Based in the conditions developed for the Mo-
catalyzed reduction of sulfoxides and nitroarenes with
pinacol under microwave irradiation, we first explored
the viability of the corresponding deoxygenation of
isoquinoline N-oxide 1a. Once some experiments
were done, we observed complete conversion to
isoquinoline after 30 min at 130 8C when using 1.1
equivalents of pinacol, 5 mol% of MoO2Cl2(dmf)2 or
MoO2Cl2(dma)2 as catalyst and DMA as solvent.
[13]
Under these optimized conditions, isolation of isoqui-
noline with both high yield (85%) and purity was
achieved by simple extraction with EtOAc/NaOH
(0.3 M). This work-up completely removes the cata-
lyst, the DMA and remaining pinacol as well as the
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water and acetone generated as by-products. As
expected, no appreciable reaction occurred in the
absence of catalyst or pinacol whereas the use of
0.5 equiv. of the oxygen-acceptor reduces by half the
reduction conversion. Reactions conducted at lower
temperatures (90–110 8C) or catalyst loading (1.0 to
2.5 mol%) gave also low conversions (<40%) after
30 min. Interestingly, by increasing the amount of
pinacol to 3 equivalents the reaction also proceeded to
completion in the absence of additional solvent with-
out affecting the reaction time or the isolated yield.
Moreover, comparable results were obtained under
conventional heating at the same temperature after
70 min even at gram scale (Scheme 2).
Using as optimal conditions 1.1 equivalents of
pinacol, MoO2Cl2(dmf)2 or MoO2Cl2(dma)2 (5 mol%)
as catalyst in DMA at 130 8C under microwave
irradiation, reduction of a representative selection of
heterocyclic N-oxides 1 with pinacol was examined
and the results are illustrated in Scheme 3. Reactions
of different quinoline and pyridine N-oxides 1a–k
occurred efficiently to afford the corresponding re-
duced products 2 in good to excellent yields after a
simple extraction step and regardless of the electronic
nature of their substituents. Moreover, the introduc-
tion of bulky groups close to the N-oxide unit did not
affect the outcome of the reaction as illustrated with
reactions of 8-iso-propylquinoline N-oxide 1c, 2,2’-
dipyridyl N,N’-dioxide 1 j, and 2-methylquinoline N-
oxide 1k. Notably, substrates possessing additional
reducible functionalities such as halogens or acid
1 f,g, i were also chemoselectively reduced to the
corresponding N-heterocycles 2 f,g, i with excellent
yields (Scheme 3). The functional group tolerance
displayed by this catalytic system is similar to the one
we have previously observed when using Ph3P as
oxygen acceptor with the same metal complex as
catalyst.[5c]
To further check the chemoselectivity of the
developed reduction process, we performed selected
experiments using 6-methoxyquinoline N-oxide 1d as
substrate in the presence of diverse functionalized
additives and pinacol in equimolecular quantities
(Scheme 4). Total chemoselectivity was observed for
the reduction of the model quinoline N-oxide in the
presence of potentially reducible groups such as
halogens, aldehydes, ketones, esters, nitriles, sulfones,
or acetylenes, since not even traces of conversion of
these functional groups were detected. Remarkably,
although the dioxomolybdenum(VI)-catalyzed deoxy-
genation of epoxides has been recently reported,[14] a
selective reduction of 1d was also observed in the
presence of trans-stilbene oxide. At this point, taking
into account our previous work on the deoxygenation
of sulfoxides and nitroarenes with pinacol, using the
same molybdenum catalysts and similar reaction
conditions,[12] we wondered about the relative reac-
tivity of these three functionalities: sulfoxides, nitro-
aromatics and N-oxides. Thus, we performed a reac-
tion using an equimolecular mixture of 6-
methoxyquinoline N-oxide 1d, p-bromonitrobenzene
and pinacol, under the optimized catalytic conditions,
and we found that it exclusively evolved to produce 6-
methoxyquinoline 2d whereas the nitroaromatic com-
pound remained unaltered. It should be noted that
while the Mo-catalyzed reduction of nitroaromatics
with pinacol occurred at 160–170 8C in DMA, lower
temperature is required for N-oxides and so, the
observed selectivity is not surprising. Finally, when an
equimolecular mixture of 1d, p-tolyl sulfoxide and
pinacol was irradiated at 130 8C in the presence of the
molybdenum catalyst, a high selectivity for the N-
oxide reduction was observed as only minor amounts
Scheme 1. Previous and present work.
Scheme 2. [Mo]-catalyzed reduction of isoquinoline N-oxide
1a with pinacol.
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of p-tolyl sulphide were detected in the crude mixture.
The observed selectivity can be explained on the basis
of the higher basicity, and therefore a higher coordina-
tion ability to the Mo center, of N-oxides with respect
to both sulfoxides and nitroaromatics.[15] These results
reveal that N-oxides could be selectively deoxygen-
ated under our developed reducing system, even in
the presence of reducible functional groups.
To check the applicability of our catalytic reducing
protocol to other relevant N-heterocycles, we next
turned our attention to N-hydroxybenzotriazoles.
Although benzotriazoles are a very important type of
heterocycles with a wide variety of applications in
medicinal chemistry,[16] not many general methods for
accessing N-unsubstituted benzotriazoles have been
developed, including diazotation/cyclization of o-phe-
nylenediamines,[17] and some other particular proce-
dures that usually employ hazardous reagents and/or
conditions.[18] Recently, Lakshman and Pottabathini
have reported a new sequence involving the deoxyge-
nation of N-hydroxybenzotriazoles,[19] which are easily
accessible from the reaction of o-halonitroaromatics
Scheme 3. [Mo]-catalyzed reduction of heterocyclic N-oxides with pinacol.
Scheme 4. [Mo]-catalyzed deoxygenation of 6-methoxyquinoline N-oxide 1d with pinacol in the presence of additives sensitive
towards reduction.
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with hydrazine,[19,20] using tetrahydroxydiboron as
reductant. Previously described methods involve the
use of stoichiometric metals and/or harsh reaction
conditions.[21] At this point, we wondered if our
conditions for reducing +NO bonds could be
applied to the NOH!NH reduction in N-hydrox-
ybenzotriazoles taking into account that a prototropy
could lead to a N-oxide tautomer, which is prone to
behave in the same way. This prototropy had been
previously proposed by Lakshman et al.,[19] and it is
also known that the position of the N-oxide/N-
hydroxy tautomeric equilibrium mainly depends on
the polarity of the solvent, being shifted to the more
polar N-oxide in polar solvents.[22] Pleasantly, under
reaction conditions very similar to the ones developed
for N-oxides, complete formation of benzotriazole 4a
was reached from N-hydroxybenzotriazole 3a after
15 min in the MW cavity (Scheme 5). In this case, due
to the high solubility of the benzotriazole in water the
isolation of the reduced product was performed by
column chromatography. Moreover, the combination
of Mo(VI) catalyst/pinacol proved to be a general and
selective reducing system for a range of N-hydrox-
ybenzotriazoles 3 including halogen-functionalized
substrates 3d–g (Scheme 5). Thus, benzotriazoles 4
with substitution at different positions of the benze-
noid moiety were obtained in good yields. In addition,
reduction under conventional heating was also possi-
ble, although the catalyst loading had to be increased
to 20 mol% to get the reaction to completion.
Finally, the reduction of other +NO and/or N-
hydroxy heterocycles was explored using the devel-
oped procedure (Scheme 6). For instance, commer-
cially available 5(6)-chlorobenzofuroxan 5 could be
Scheme 5. [Mo]-catalyzed reduction of N-hydroxybenzotriazoles 3 with pinacol.
Scheme 6. [Mo]-catalyzed reduction of other NO and N-hydroxy heterocycles with pinacol.
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deoxygenated to 5-chlorobenzo[c][1,2,5]oxadiazole 6
under the same reaction conditions, although minor
amounts of 4(5)-chloro-2-nitroanilines were isolated
along with 6. In addition, 1-hydroxy-1H-benzimida-
zole 3-oxide derivative 7, prepared by alkylation of
benzofuroxan 5,[23] could be doubly-reduced using
excess of pinacol to benzimidazole 8 that was isolated
in almost quantitative yield. However, selective mono-
reduction to the corresponding 1-hidroxybenzimida-
zole with one equivalent of pinacol could not be
achieved. In the same way, 2H-imidazole 1-oxides
such as 9,[24] as well as triazole N-oxides such as 11,[25]
were also efficiently deoxygenated to 2H-imidazole
10[26] and 2H-1,2,3-triazole 12, respectively. Finally,
also N,N-dimethylaniline N-oxide 13[27] could be
deoxygenated to the corresponding aniline 14, show-
ing that this methodology is also suitable for non
heteroaromatic N-oxides. These results further en-
hance the generality in the use of pinacol as conven-
ient oxygen acceptor in combination with molybde-
num catalysts.
The mechanism of these deoxygenation reactions
may tentatively be proposed in analogy with our
previous reported one for the deoxygenation of
sulfoxides (Scheme 7).[12] This way, the catalyst MoO2
Cl2(L)2 first would react with pinacol likely giving rise
to a pinacolate complex such as A and releasing a
molecule of water. The pinacolate ligand could then
be oxidatively cleaved by the Mo(VI) center leading
to a new oxomolybdenum(IV) species B.[28] Immediate
displacement of the weakly coordinated acetone by
the corresponding N-oxide derivative D, which pos-
sesses an stronger coordination ability for the metal
center, would afford a new complex C. The coordi-
nated N-oxide would be able to reoxidize and
regenerate the Mo(VI) catalyst, consequently releas-
ing the deoxygenated heterocyclic compound E
(Scheme 7). In the case of N-hydroxybenzotriazoles 3,
the tautomeric N-oxides 3’ could behave in the same
way as the heteroaromatic N-oxides, giving rise after
deoxygenation to 1H-benzotriazoles 4. Moreover, the
generation of acetone and water as by-products has
been further confirmed by 1H-NMR analysis of an
experiment in which the deoxygenation of 1a was
carried out in dmf-d7 (see Supporting Information).
In conclusion, we have demonstrated the value of
pinacol as a green oxo-acceptor for the chemoselective
deoxygenation of heteroaromatic N-oxides and N-
hydroxybenzotriazoles under dioxomolybdenum(VI)-
catalysis. Experimental advantages of the developed
procedure include the use of a readily available and
inexpensive catalyst, non-inert conditions, solvent-free
protocol by using an excess of pinacol, and clean
reactions that allow the isolation of most of the
reduced compounds by a simple extraction. The
results described herein significantly enhance the
applicability of the environmentally friendly [MoO2]
2+
-catalyzed pinacol-mediated deoxygenation method-
ology, previously reported for sulfoxides and nitro-
aromatic compounds, by both increasing the reducible
functional groups and the chemoselectivity, including
the preferred deoxygenation of heteroaromatic N-
oxides in the presence of sulfoxides or nitroarenes.
Experimental Section
General Procedure for Deoxygenation of N-Oxides 1
with Pinacol Catalyzed by MoO2Cl2(dmf)2
A mixture of the corresponding N-oxide 1 (0.5 mmol),
pinacol (65 mg, 0.55 mmol), and MoO2Cl2(dmf)2 (8.6 mg,
0.025 mmol) in dry DMA (1 mL) was stirred at 130 8C for 60-
70 min (method A), or irradiated in a 10 mL sealed tube in
the microwave cavity at 130 8C for 30–40 min (method B).
After completion of the reaction, determined by GC-MS or
TLC, it was cooled to rt and the crude mixture was treated
with 0.3 M aq. NaOH (10 mL) and extracted with EtOAc or
Et2O (3315 mL). The combined organic layers were washed
with 0.3 M aq. NaOH (10 mL) and brine (10 mL), dried over
anhydrous Na2SO4, and the solvents were removed under
reduced pressure. The corresponding heterocycle 2 was
obtained in pure form without further purification in the
yields reported in Scheme 3. Characterization data and
NMR spectra are presented in the Supporting Information.
Acknowledgements
We gratefully acknowledge the Ministerio de Economı´a y
Competitividad (MINECO) (CTQ2013-48937-C2-1-P,
CTQ2015-70371-REDT, and CTQ2016-75023-C2-1-P) and
Junta de Castilla y Leo´n and FEDER (BU076U16) for
Scheme 7. Proposed catalytic cycle for the [Mo]-catalyzed
deoxygenation of N-heterocycles with pinacol.
UPDATES asc.wiley-vch.de
Adv. Synth. Catal. 2017, 359, 1–7 5  2017 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim
These are not the final page numbers! 
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
financial support. R. R.-P. thanks Universidad de Burgos for
a predoctoral contract.
References
[1] T. Eicher, S. Hauptmann, The Chemistry of Hetero-
cycles, Wiley-VCH, Weinheim, 2003.
[2] Y. Wang, L. Zhang, Synthesis 2015, 47, 289–305.
[3] a) L. Zhang, Acc. Chem. Res. 2014, 47, 877–888; b) H.-S.
Yeom, S. Shin, Acc. Chem. Res. 2014, 47, 966–977.
[4] For a review, see: G. Yan, A. J. Borah, M. Yang, Adv.
Synth. Catal. 2014, 356, 2375–2394.
[5] See, for instance: a) Y. Wang, J. H. Espenson, Org. Lett.
2000, 2, 3525–3526; b) J. S. Yadav, B. V. Subba Reddy,
M. Muralidhar Reddy, Tetrahedron Lett. 2000, 41, 2663–
2665: c) R. Sanz, J. Escribano, Y. Fernndez, R. Aguado,
M. R. Pedrosa, F. J. Arniz, Synlett 2005, 1389–1392;
d) H.-R. Bjørsvik, C. Gambarotti, V. R. Jensen, R.
Rodrguez-Gonzlez, J. Org. Chem. 2005, 70, 3218–
3224; e) S. Kumar, A. Saini, J. S. Sandhu, Tetrahedron
Lett. 2005, 46, 8737–8739; f) B. W. Yoo, J. W. Choi, C. M.
Yoon, Tetrahedron Lett. 2006, 47, 125–126; g) A. Saini,
S. Kumar, J. S. Sandhu, Synlett 2006, 395–398; h) S. K.
Singh, M. S. Reddy, M. Mangle, K. R. Ganesh, Tetrahe-
dron 2007, 63, 126–130; i) M. Toganoh, K. Fujino, S.
Ikeda, H. Furuta, Tetrahedron Lett. 2008, 49, 1488–1491;
j) H. P. Kokatla, P. F. Thomson, S. Bae, V. R. Doddi,
M. K. Lakshman, J. Org. Chem. 2011, 76, 7842–7848;
k) A. T. Londregan, D. W. Piotrowski, J. Xiao, Synlett
2013, 24, 2695–2700; l) J. Jeong, D. Lee, S. Chang,
Chem. Commun. 2015, 51, 7035–7038; m) S. Gupta, P.
Sureshbabu, A. K. Singh, S. Sabiah, J. Kandasamy,
Tetrahedron Lett. 2017, 58, 909–913.
[6] For a review on applications of dioxomolydenum(VI)
complexes in organic synthesis, see: R. Sanz, M. R.
Pedrosa, Curr. Org. Synth. 2009, 6, 239–263.
[7] It should be noted that MoO2Cl2(dmf)2 is a readily
available catalyst that can be easily prepared at a very
low cost in gram quantities, from inexpensive Mo
sources such as MoO3 (50–70 E/mol, see: F. J. Arniz,
Inorg. Synth. 1997, 31, 246–247) or Na2MoO4 (75–100 E/
mol, see ref. [8]).
[8] R. Sanz, J. Escribano, R. Aguado, M. R. Pedrosa, F. J.
Arniz, Synthesis 2004, 1629–1632.
[9] R. Sanz, J. Escribano, M. R. Pedrosa, R. Aguado, F. J.
Arniz, Adv. Synth. Catal. 2007, 349, 313–318.
[10] For other Mo-catalyzed reductions using alternative
reductants such as boranes, silanes or hydrogen, see:
a) A. C. Fernandes, C. C. Rom¼o, Tetrahedron 2006, 62,
9650–9654; b) A. C. Fernandes, C. C. Rom¼o, Tetrahe-
dron Lett. 2007, 48, 9176–9179; c) P. M. Reis, P. J. Costa,
C. C. Rom¼o, J. A. Fernandes, M. J. Calhorda, B. Royo,
Dalton Trans. 2008, 1727–1733; d) P. M. Reis, B. Royo,
Tetrahedron Lett. 2009, 50, 949–952.
[11] N. Garca, P. Garca-Garca, M. A. Fernndez-Rodr-
guez, D. Garca, M. R. Pedrosa, F. J. Arniz, R. Sanz,
Green Chem. 2013, 15, 999–1005.
[12] N. Garca, P. Garca-Garca, M. A. Fernndez-Rodr-
guez, R. Rubio, M. R. Pedrosa, F. J. Arniz, R. Sanz,
Adv. Synth. Catal. 2012, 354, 321–327.
[13] This transformation also works in DMF, toluene or
MeCN, although cleaner processes were observed in
DMA as solvent. See Supporting Information for de-
tails.
[14] S. Asako, T. Sakae, M. Murai, K. Takai, Adv. Synth.
Catal. 2016, 358, 3966–3970.
[15] D. H. Ripin, D. A. Evans, pKa Table: http://evans.rc.fas.
harvard.edu/pdf/evans_pKa_table.pdf (accessed January
2017).
[16] For a review, see: a) X.-M. Peng, G.-X. Cai, C.-H. Zhou,
Curr. Top. Med. Chem. 2013, 13, 1963–2010. For
selected examples, see: b) J. Fu, Y. Yang, X.-W. Zhang,
W.-J. Mao, Z.-M. Zhang, H.-L. Zhu, Bioorg Med. Chem.
2010, 18, 8457–8462; c) K. Takahashi, G. Yamagishi, T.
Hiramatsu, A. Hosoya, K. Onoe, H. Doi, H. Nagata, Y.
Wada, H. Onoe, Y. Watanabe, T. Hosoya, Bioorg. Med.
Chem. 2011, 19, 1464–1470.
[17] a) R. E. Damschroder, W. D. Peterson, Org. Synth.
1940, 20, 16–17; For a continuous-flow synthesis of 1-
substituted benzotriazoles also based on diazotization/
cyclization, see: b) M. Chen, S. L. Buchwald, Angew.
Chem. Int. Ed. 2013, 52, 4247–4250.
[18] See, for instance: a) A. J. Boulton, P. B. Ghosh, A. R.
Katritzky, J. Chem. Soc. B 1966, 1004–1011; b) C. W.
Rees, A. A. Sale, Chem. Commun. 1971, 532.
[19] V. Gurram, H. K. Akula, R. Garlapati, N. Pottabathini,
M. K. Lakshman, Adv. Synth. Catal. 2015, 357, 451–462.
[20] B. Yu, Z. Huang, M. Zhang, D. R. Dillard, H. Ji, ACS
Chem. Biol. 2013, 8, 524–529.
[21] See, for instance: K. Schiemann, H. D. H. Showalter, J.
Org. Chem. 1999, 64, 4972–4975.
[22] F. T. Boyle, R. A. Y. Jones, J. Chem. Soc., Perkin Trans.
2 1973, 160–164.
[23] M. Boiani, L. Boiani, A. Denicola, S. Torres de Ortiz, E.
Serna, N. Vera de Bilbao, L. Sanabria, G. Yaluff, H.
Nakayama, A. Rojas de Arias, C. Vega, M. Rolan, A.
Gmez-Barrio, H. Cerecetto, M. Gonzlez, J. Med.
Chem. 2006, 49, 3215–3224.
[24] Easily accessible from aryl glyoxals oximes and ketones,
see: M. V. Varaksin, I. A. Utepova, O. N. Chupakhin,
V. N. Charushin, J. Org. Chem. 2012, 77, 9087–9093.
[25] Conveniently prepared from glyoxal phenylhydrazone,
see: M. Begtrup, J. Holm, J. Chem. Soc. Perkin Trans.1
1981, 503–513.
[26] For an alternative deoxygenation of 2H-imidazole 1-
oxides with Si2Cl6, see: A. G. Hortmann, J.-Y. Koo, C.-C.
Yu, J. Org. Chem. 1978, 43, 2289–2291.
[27] J. Cymerman Craig, K. K. Purushothaman, J. Org.
Chem. 1970, 35, 1721–1722.
[28] The oxidative cleavage of diols catalyzed by [MoO2]
2+
in which DMSO reoxidizes a Mo(IV) species also
supports the proposed A to B transformation. See: N.
Garca, R. Rubio-Presa, P. Garca-Garca, M. A.
Fernndez-Rodrguez, M. R. Pedrosa, F. J. Arniz, R.
Sanz, Green Chem. 2016, 18, 2335–2340.
UPDATES asc.wiley-vch.de
Adv. Synth. Catal. 2017, 359, 1–7 6  2017 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim
These are not the final page numbers! 
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
UPDATES
Molybdenum-Catalyzed Deoxygenation of Heteroaro-
matic N-Oxides and Hydroxides using Pinacol as
Reducing Agent
Adv. Synth. Catal. 2017, 359, 1–7
R. Rubio-Presa, M. A. Ferna´ndez-Rodrı´guez, M. R.
Pedrosa, F. J. Arna´iz, R. Sanz*
